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.. . Interaksjon mellom ulike faktorer som bidrar til
Medisinsk behandling av IBD kronisk intestinal inflammasjon
Jorgen Jahnsen Luminale mikrobielle . t:a':'v::s.m
antigener + | Protective

' Genetic
Susceptibility

Genetisk Immun « Barrier Function
disposisjon respons + Bacterial Kill

+ 3¢ AKERSHUS UNIVERSITY HOSPITAL

UiO ¢ University of Oslo

Sartor, Nat Clin Pract Gastroenterol Hepatol 2006; 3: 390-407

Vurdering av sykdomsaktivitet hos pasienter med IBD

* Kliniske indekser
— Crohn’ s Disease Activity Index (CDAI)
- Harvey-Bradshaw Index (HBI)
- Mayo-score
* Endoskopi
- Histologi
« Calprotectin i feces - FeCal-test
» C-reactive protein (CRP)
* Magnetisk resonans tomografi (MR)
+ Ultralyd

Mm.u.m.ml%
=

Neurath MF Nat Rev Immunol.
2074 May: 1(5:329-42.

Behandlingsmal Slimhinetilheling

« Rask sykdomskontroll / klinisk remisjon

« Vedvarende behandlingseffekt / forhindre tilbakefall

« Bedring av livskvalitet

« Slimhinnetilheling

» Unnga sykehusinnleggelser

» Unnga kirurgi

* Redusere bruk av steroider

« Akseptabel sikkerhetsprofil av behandlingen pa kort og lang sikt
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Det er i en rekke studier vist at slimhinnetilheling medferer:

+ Redusert behov for steroider (steroidfri remisjon)
* Vedvarende klinisk remisjon

* Bedre livskvalitet

+ Faerre sykehusinnleggelser

+ Nedsatt antall kolektomier og tarmreseksjoner

+ Redusert risiko for kolorektal kreft (UC)

Rutter et al 2004, Rutgeerts et al 2006, Arizzone et al 2006, Senitzler et al 2009, Neurath et al 2012 & mange andre.

Treat-to-target tilnaserming ved IBD

Behandlingsmal

Biomarkgrer
(CRP, kalprotektin)
® Inflammasjon

Klinisk remisjon
® Symptomer
* QoL Sl

Steroid-fri
remisjon
® Bivirkninger

Endoskopisk remisjon »*
*® Hospitalisering
* Kirurgi

Histologisk remisjon
* Bedret prognose?

Lundin K.E.A. og Jahnsen J. 1,2017, 345-56,

7 8
Medikamenter for behandling av IBD Medikamenter for behandling av IBD
- Immunhemmere - Immunhemmere
Aminosalisylater Azathioprin Aminosalisylater
’\SAquaTalazin Metotreksat ’\SAquaTalazin
OEZT;?,:“ Kortikosteroider - OEZT;?,:“ Kortikosteroider -
Balsalazid ( Prednisolon ) Balsalazid ( )
Prednison
Biologisk o Biologisk o
Alr?ti?r?\;ysr ¢ Smamolekyleere logsre Smamolekylaere
Antiintegriner JAK hemmere
Anti interleukin 12/23 S1P1 reseptor modulator
9 10
5-Aminosalicylates (5-ASAs) Klinisk og endoskopisk remisjon (UCDAI 1)
*Mesalazine *Balsalazide * Sulfasalazine
- Asacol - Colazid - Salazopyrin-EN
- Mesasal
- Mezavant . Pentasa Sachet 4 g +
Pentasa «Olsalazine ™ Placaho °
_Salofalk - Dipentum 4% s 0
‘Svartz. Acta Med Scand 1942;110:577-598
Tabletter — Granulat — Stikkpiller — Rektal skum — Klyster et oot
11 12
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Adherence to 5-ASA therapy in UC

Non-adherence

100 resultsin a

0% 3-fold increase in
risk of relapse

Compliance hos pasienter med mild til moderat ulcergs kolitt

100

—

- 801 Compliance
) 75
g < Non-compliance ferer
5 60 5 il 5 x gkt risiko for
g . Z tilbakefall
g Rate particularly low 5 50 ilbakela
2 (40%) in patients in o
M 40 symptomatic remission £
° 2 2 Non-compliance
H &
20
0- 0 Y 10 20 30
Clinical trials Community based trials Tid (maneder)
R —— e N0 14395
Medikamenter for behandling av IBD
Aminosalicylates for induction of remission or response -
in Crohn’s disease. A . Immunhemmere
Lim WC, Wang Y, MacDonald JK, Hanauer S. minosalisylater
Cochrane Database Syst Rev 2016 . .
Kortikosteroider
Prednisolon T
Oral 5-aminosalicylic acid for maintenance of medically-induced - Prednison
remission in Crohn’s disease. - Budesonid
Akobeng AK, Zhang D, Gordon M, MacDonald JK. Biologiske ]
Cochrane Database Syst Rev 2016 Smamolekyleere
15 16
Steroid treatment - 1955 st Atcs eLasses Steroidbehandling av Crohns sykdom
=
0
TISH MEDICAL JOURNAL 100
LONDON SATURDAY OCTOBER 29 1955 90 o langvarig
i effekt
CORTISONE IN ULCERATIVE COLITIS ) 80
AL RErORT on 4 TERRAOUTMC TR £ 70d  remision
" o g ] “positivt”
e e Ol i g o Potall steroid_
s oot e RICHARD BOLL (Nohwes Londo) Frotcmor . L MARDY ot D €. B 5 50 avhengig
ST. JOHNSTON (Birmingham), De. W. L. CARD and Dr. MAXWELL WILSON (Edinburgh), and ©
N TAYLOR (Medical Research Counci) o 40 A
 prelininary report (Troclove and Wits, 1954) we tion of the physcian in charge. (5 Recal intllations, 3 .
§iven the immediate results of  controlled trial likewise at the discretion of the physician in charge. T 30 delvis
e et T e o s 5 Wty v i o i 2 remisjon “negativt”
—_ 20 - utfall kirurgi
+ 210 patients: pbctoriuh oy 1 e
_ 109 conisone Fie. 4.—Position nine months 0

after ttial period.

— 101 placebo

Truelove SC, Witts LJ. BMJ 1955,4947:1041-1048

1 maned —_— tar

Faubion WA et al. Gastroenterology. 2001;121:255
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Kortikosteroider: Opprettholde Remisjon

n=274; p=ns

30 n=64; p=ns 5% T6% m Steroider
m Placebo
P
58%
S 60 55%
€
50
& n=237; p=ns
3 40 30%
& 30 23%
%
£ 20
* 10
0 T ™
Smith Summers Malchow
36 maneder 12 méneder 24 maneder

Smith RC etal. Gut. 1978,
Summers RW et al. Gastroenterology. 1975.
Malchow, H, Gastroenterology 1984.

Clinical response and mucosal healing after the first course with
corticosteroids in moderate to severe ulcerative colitis

60

Gk 58/157

Patients (%)

39/157

Complete response*

Partial response** No response

Mucosal healing No mucosal healing

Endoscopic status

“Powel-Tuck 0-1, Baron 0; **Powel-Tuck 0-1, Baron 1-3 Atzzone S e al Cin Gasiroenterol Hepatol. 2011 A (6) 483469,

19 20
Kortikosteroider - bivirkninger . ) )
9 Steroider har fortsatt en plass i behandlingen av IBD
» Osteoporose
* @kt risiko for infeksjoner . X
- @demer » Konvensjonelle steroider
+ Cushing syndrome — Lav pris
« Katarakt / glaukom — Enkle & bruke
* Hemmet vekst — Virker hos de fleste
- Striae — Raskt innsettende effekt
« Diabetes .
- Hjerte / kar komplikasjoner Steroider med begrenset systemefekt
: . — Mindre bivirkninger
* Mentale og psykiske reaksjoner
21 22

Medikamenter for behandling av IBD

Aminosal isylaﬁ
/ Kortikosteroider
| |

Smamolekyleere

Immunhemmere
Azathioprin
Metotreksat

@ske

Hva vet vi om azathioprin?

Utbredt bruk ved IBD

Opprettholder remisjon

Steroidsparende

Kan fare til slimhinnetilheling

Billig

Hindrer eller forsinker utvikling av immunogenisitet med
dannelse av antistoffer mot biologiske legemidler (anti TNFs)

Darlig tolerert av ca. 1/3 av pasientene
Dkt risiko for lymfom og NMSC

23
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Medikamenter for behandling av IBD

Aminosalisylater

Kortikosteroider

Biologiske
Anti TNF
Antiintegriner

Anti interleukin 12/23

Smamolekyleere

Ulike virkningsmekanismer og angrepspunkt

Intestina damage.

- 3
>

25 26
Mechanism of Action of Infliximab ACCENT 1: Induction and maintenance treatment with IFX
100 % 5 mg/kg EBW
80 %
= 59%
% 60 %
5 39%
= 40%
& 21% 2%
20 % 12%
0% . ‘
Week 2 Week 30 Overall
Response Remission Remission
Week 30
[oicoso Tinticimar]
Hanauer S8 ot al Lancet. 2002:369:1541-1549
27 28
CHARM: Induction and maintenance treatment with ADA Remission at week 26 and 56 by Duration of Crohns Disease CHARM
100 % 40 mg E2W [ W Placebo 26 wk M Placebo 56 wk W Humira 26 wk W Humira 56 wk
80 % 60 59 -
—~ 50 51
= o +
S 0w ° 0 B a1
5 & 40 35
= 40% g
g
u 2 30 25
20 % ® 20 17 17 14
0% 10
Week 4 Week 26 Overall 0
Response Remission Remission < 2 years 2-5 years > 5 years
Week 26 <2 years: PBO =23 HUMIRA n=39; 2 o <5 years: PBO n=36, HUMIRAn=57; 35 years: PBO n=111, HUMIRA n=233
[ biacebo | adalimumab | *p=0.002, **p<0.001, p=0.014, ¥p=0.001 all vs placebo
Colombel JF, et al. Gastroenterology 2007:132:52-65 Schreiber S, et al. Gastrosnterology 2007:132(4 Suppl 2):A-147.
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Endring av sykdomstype hos Crohn pasienter

Klinisk remisjon uten steroider i uke 26

100 Primaer endepunktet
g 100 -
;: <0.001
£ Penetrerende s 80 o
g E p=0.009 p=0.022
g 2
g s 60
2 8
S o
é Inflammatorisk Strikturerende é 40
2 H
20
521170
8 9 108 120 132 144 156 168 180 192 204 216 228 240
Potensielle pasienter Maneder o
N= 2002 552 229 95 37 AZA+ placebo IFX+ placebo IFX+ AZA
Cosnes J et al. Inflamm Bowel Dis. 2002:8:244 ’Snm Columbel JF et al. N Engl J Med 2010;362:1383-95.
Subanalyse: steroid-fri klinisk remisjon i uke 26 Slimhinnetilheling i uke 26
Pasienter med CRP > 0.8 mg/dL og pavist inflammasjon ved endoskopi (1=204) 100
100 p<0.001 g 80 - pe0.001
g g £ p=0.023 p=0.055
puf s 60 o 1
g 5 H
2
E 60 & 44
8 5 40 -
R $
3 0 20 -
< 18/109 471107
0 4

AZA+ placebo

IFX + placebo IFX+ AZA

sSomic

Columbel JF et al. N Engl J Med 2010;362:1383-95.

AZA + placebo

IFX + placebo IFX+ AZA

Columbel JF et al. N Engl J Med 2010;362:1383-95.
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Clinical Remission in UC: ACT (Infliximab),
ULTRA-2 (Adalimumab) and PURSUIT (Golimumab)

00 1 2 100 N
= 8 weeks 80 8 weeks’ 80 6 weeks'
g & - 60 60
£ - ;g . ;g - -
2
&% o o 18
10mgkg  5mgkg  Placebo A‘:l"mumb Piacebo 4001200mg 200/100mg  Placebo
Infliximab e ooy Golimumab
100 100 100
£ 80 54 weeks! 80 52 weeks? 80 54 weeks*
2 60 60 60
§ a0 - - 40 - 40 -
& 23 zg 20
10mglkg  5mghkg  Placebo ‘Adalimumab Placebo o 100 50 m, Placebo
T Infximab 40 mg every
Infliximab 4 mg svery Golimumab
*P<0.05 versus placebo; **P<0.01 versus placebo.

1. Sandbom WA et al. Gastroenterology. 2014:146(1):96-109; 2. Sandborn WAJ et al. Gastroenterology. 2014;146(1):85-95; 3. Sandbom WJ et al.
Gastroenterology. 2012:142(2):257-265; 4. Rutgeerts P et al. N Engl J Med. 2005353(23):2462-2476; 5. Panaccione R et al. Can J Gastroenterol
2008;22(3):261-272.

Drug Survival of anti-TNFs in IBD

~—ADA mono ——ADA combo =——IFX mono ==IFX combo

g 90

g

w 80

E 70 P=097

-

s 60

1

s o0 P<0.0001

2 P=012

& 30

=

§ 20

2 10

5

= o+

o o 6 12 18 24 30 36 42 48 54 60 66 72 78 84

Months after starting anti-TNF agent

No. at risk
ADAmono 167 96 66 43 25 18 14 8
ADA combo 152 118 84 57 38 21 15 10
IFX mono 213 132 86 72 62 48 31 14
IFX combo 374 289 224 176 136 109 82 50

Cosnes J et al, Aliment Pharmacol Ther, 2016
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Serum consentrations of IFX and ADA are associated with mucosal
healing in patients with IBD

Adalimumab Infliximab
100 100
90 2
80, 80
o g
60 @ 60
£ g
= 50 50
F z
= 40 = 40
30, 30
20, 20
10 10
O ST BT AT TS T N O ST AT e e S A
W P S S e LR

R o
Drug level (ug/mL) Drug level (ug/mL)
n=67 n=78

Ungar B, et al. Clin Gastroenterol Hepatol 2016 Apr;14(4(:550-57

The NORwegian DRUg Monitoring trials (A and B)

= 21 Norwegian hospitals
= Proactive TDM vs standard therapy

: =l

@ NOR

DRUM (caimiais gov NCT03074656 NOR-DRUM trial

o8 (el

[C==2 e == 6

NeR
DRUM

T ormegan
angmanioting
iy
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Sustained disease control without disease worsening

‘Therapeutic drug monitoring  Standard therapy Adjusted difference % (95% CI)

Rheumatoid arthritis 27130 (692%)  22/40 (5.0%) - ~13.6% (-34.67.4)
Psoriatic arthritis 19128 (67.9%) 1625 (64.0%) -6.2% (-319,19.5)
Spondyloarthriis 54/68(79.4%) 41770 (58.6%) . -20.9% (-35.8,-6.0)
Ulcerative colitis 27BB(T1A%) 21143 (48.8%) . -22.3% (-43.1,-16)
Crohns disease 24134 (706%)  17/32(53.1%) . -17.4% (-40.355)
Psoriasis 16120 (80.0%)  10/17 (58.8%) s,

Al diagnoses 1671227 (73.6%) 1271227 (55.9%) L]
N T
«— Faos —>
Therapeutic drug monitoring Standard therapy

Time to disease
worsening
o
2
3 tandard therapy
£$
33w
I3
2
i
H
‘oo
OO NOR  rewescongmoncmy 32 2 21 198 w1
T 5 B oW oW oMWW
DRUM "

Disease worsening n= 60 (26%)

Disease worsening n= 100 (44%)
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Target anti-TNF trough concentrations at maintenance

AGA 2017 Australiai 17 Expert panel 2019

ug/ml ug/ml wg/ml
Infliximab 23 3-8 Remission: >3

Active disease: > 10

before abandoning drug
Remission: >5

Active disease: > 10

before abandoning drug

Luminal disease

Adalimumab 275 512
Luminal disease

Golimumab Not stated >1
Certolizumab >20 Not stated >15
pegol

Blokkering av leukocytt adhesjon

Integrin activation Firm adhesion  Diapedesis

Tethering  Rolling

CCX282-B
Natalizumab,
PF-00547659  Vedolizumab,

Etrolizumab

Lobaton T Etal. Aliment Pharmacol Ther 2014;39:579-94
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Vedolizumab in Ulcerative Colitis
Induction Phase: Outcomes at Week 6

Induction ITT population
Primary Outcome Secondary Outcomes
I PBO (n=149)
V02 (0=225)
60 o —
50 471 Pt —

Patients, %

Clinical Response

Mean A% VDZ vs PBO (95% CI) 217 (116 -31.7) 15(47,183) 16.1(6.4,25.9)

PBO, plcstos VOZ.

Feogen BG et a. NEJM 2013 %9 (8699710

Vedolizumab in Ulcerative Colitis
Maintenance Phase: Outcomes at Week 52
Primary Outcome: Maintenance ITT Population

®VDZ/PBO (n=126)
©VDZ Q8W (n=122)
BVDZ Q4W (n=125)

Patients, %
N
8
&
©

Adjusted difeence, percentage points
(95% C1)

VDZ Q8W vs PBO

VDZ Q& vs PBO

Clinical Remission
26.1(149,372)
29.1(17.9,404)

05 eoosro PO s VDL e Feagan B et NEJM 2015 360 (8 600710
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Vedolizumab in Ulcerative Colitis

Maintenance Phase: Outcomes at Week 52
Secondary Outcomes: Maintenance ITT Population

—p00 ——
a0 —
60 56.0 BVDZIPBO (n=126)
50 516 ®VDZ Q8W (n=122)
WVDZ Q4W (n=125)
= 40
s — o ——
& 30 TR 240
£ 20,
20
10

Durable Clinical Response
Mean A% (95% C)

Mucosal Healing

Durable Clinical Remission

VDZ Q8W vs P8O 328(208,447) 320(203,438) 118(31,205)
VDZ Q4W vs PBO 285 (16.7,403) 363(24.4,483) 15.3(6.2,244)
(GG, oot PBO, placeboy VOZ. vedizueb.

Feogen BG et a. NEJM 2013 %9 (8696710

Vedolizumab in Crohn’s Disease
Induction Phase: Outcomes at week 6

Primary endpoints

35 - M PBO (n=148)
V02 (r=220)

=
)
1]
<
Clinical Remission CDAI-100 Response
Mean A% (5% CI)
VDZvs PBO 78(12.143) 57(-36,150)

(CDA, Cot's Disase AcityIndex T, intent ot PBO, pacebor VD vectizureb Sencbom Wit . NEUM2013, 389711721,
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Vedolizumab in Crohn’s Disease
Maintenance Phase: Outcomes at week 52

Maintenance ITT Population

Primary Outcome Secondary Outcomes

.
50 | ——poos —— ! B VDZIPBO (n=153)

— po0t — ' 1 VDZ Q8 (n=154)

%0 390 ' Dz Q4w (n=154)

= i
£ 30 :
2 :
& :
20 i
:
10 i
0
[ ClinicalRemission  CDAI-100 Response  GC-Free Remission  Durable Remission
an A
VDZ v5 VDZIPBO 4 147 134 153 159 129 72 20

(CDA, Crotris Disase Aciityncex;CS,cvonseri: PBO, placebo; VDZ. vedoizumed. Sencbom Wit NEUM2013, 389711721,

Inhibition of IL-12 and IL-23

IL-12/23 inhibitors target the p40 subunit shared by both cytokines;
IL-23-selective inhibitors target the p19 subunit of IL-231-3
* IL-12 and IL-23 influence the development of Th1 and Th17 cell responses, respectively
IL-23 inhibitors
(risankizumab,

23 mirikizumab, 12
‘ ' brazikumab) a l ’
P P19 IL-12/23 inhibitor
||E:szt/ezsh:‘::::‘:r J_\/ ' (ustekinumab)
g | sremesseatas
2
&=
J- Cytoplasm
Th17 stabilization Th1 development

ot o Torg 2015

1 Ton M ot Mt Mo 2015:21.71-729.2 B 0 ot i NatBilchnol 2011296156243 Sans BE. Gastrootorl Hepaiol 2016:12(12) 704785
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A Primary and Major Secondary End Points in IM-UNITI B Remission in UNITI-1 and UNITI2 Subgroups.
in IM-ONITI

™ Placebo m Us:

“N-131 120 128 131 129 128 —
Clinical Clinical &,
Romission Response

C Change in COAI Score from Week 0 of IM-UNITI D Change in CRP from Week 0 of IM-UNITI

Medan Charge

Wi Chnge mgfte)

© 4 8 12 16 20 24 28 32 36 © i & 12 J6 20 24 28 32 36 40 44
Week Week

Feagan BG, et al. NEng)J Med. 2016 375: 1946-1960

Ustekinumab as Induction Therapy for Ulcerative Colitis
[ Placebo [ Ustekinumab, 130 mg M Ustekinumab, 6 mg/kg
1004 (N=319)  (N=320) (N=322)
90
H i P<0.001
§ 80 1
704 P<0.001
2 ol = 618
2 P<0.001 513
£ 50 - P<0.001
5 P<0.001 P<0.001
S 404 — ! 313 P<0.001
g 304 Pcoool 26327.0 :
5 203184
g 204 156155 133 &
& 104 s3 89
Clinical Endoscopic Clinical Histo-Endoscopic
issi p Mucosal Healing
Sands B, et . N ) Med 2019,381:1201-14,
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Clinical Remission at Week 44 by Biologic Failure Status @)

Mayo Score < 2 Points, with No Individual Subscore > 1

Biologic Failure No Biologic Failure
= PED SC(IVUSTInduction)
WUSTI0mESC dl 2w

80 mUST90mESCqiw

Proportion of Patients (%)
Proportion of Patients (%)

/70 36/91

/g7 sopo2 ayss

PROSC Subjects

Trough concentrations associated with improved outcomes

Drug Time period Approximate Outcome measure
trough concentration
we/ml
Ustekinumab Induction (w 8) >3 Clinical
Maintenace 1.0-4.5 Clinical/endoscopic
Vedolizumab Induction (w 8) 33.7-38.3 Clinical/endoscopic
Maintenace 5.1-11.0 Clinical/endoscopic
(w 8 dosing)

Restellini S et al. Inflamm Bowel Dis 2018;24:2165-2172
Sparrow MP et al. J Crohns Colitis 2019, Doi: 10.1093/ecco-jcc/jjz162
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Medikamenter for behandling av IBD

o Immunhemmere
Aminosalisylater
Biologisk o
(gs e> Smamolekylaere

Kortikosteroider

JAK hemmere
S1P1 reseptor modulator

52

IBD Therapy Is Evolving

with Recognition of New Targets

R : 3
(R / R he?
)\“n' Wy 29 3200lab]era 93,8
J3a00003) PN
\ 9

e Se oo race

o A8 maciophage =
s *
.

BREY Ant-integrins

'l

a8
Wi -

Adapted from Coskun M et al. Trends Pharmacol Sci. 2017:38(2):127-142.
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IBD Therapy Is Evolving

with Recognition of New T: Primary endpoint: Remission at \Week 8

° OCTAVE Induction 1 OCTAVE Induction 2

: " l‘
”# lalallea e
/ \Iu IaM:..m, R

g g
< <
K] 5
£ i
L § g
0, s . H
¢ £ 185 H
PN, Anti-TNF agents Lymph node A H
Donalicly : S S 82 ]
= IIAI 2 0 2
n. 12 <, [ | &
16\ An!l»cytokmes Phcbo Tofatin Phabo Tofadtinib
23 ) 0 mgAD 0 mgAD

Ozanimod
Etrazimod Treatment effect was observed in TNFi-treated and TNFi-naive patients

(% difference from placebo [95% confidence intervals]):

* OCTAVE Induction 1: TNFi-treated (11.1 [6.0, 16.1]); TNFi-naive (9.4 [-1.6, 20.5])
* OCTAVE Induction 2: TNFi-treated (12.0 [7.8, 16.1]); TNFi-naive (13.5 [3

), .
ey m
IIL|1‘) « >

Upadacitinib Data are full analysis set with non-responder imputation
Adapted from Coskun M et al. Trends Pharmacol Sci. 2017;38(2):127-142. **p<0.01; ***p<0.001 vs placebo (Cochran-Mantel-Haenszel chi-square test) ‘Sandbom W, et ol N Eng) Med. 2017;376(18):1723-36.

55 56

OCTAVE

Key Secondary Endpoint: Mucosal healing at Week 8 Primary Endpoint: Remission at Week 52

° OCTAVE Induction 1 ° OCTAVE Induction 2
£ £ &
Lo 5= 5 **P<0.001
25 313 >® 3
L £< £  Placebo
£3 £% H
& § 2 15,6 & § H M Tofacitinib 5 mg BID
Eyp - E 2 H Tofacitinib 10 mg BID
° Phabo Tofaitirib Phabo Tofaitinib
© mg8> 0 mg80>

n 22 68 80
Trestment ffect wasabserved in Frested and e patets N 198 198 197
(5 liffrence rom pacabo [95% confidence nteval]
AVE Induction 1: TNFi-treated (17.9 [10.0, 25 77])7 TNFi-naive (13.3 [0.2, 26.4])
N OCTAVE Induction 2: TNFi-treated (15.6 [7.8, 23.5]); TNFi-naive (17.3 [4.1, 30.4])

ata are full analysis set with non-responder imputation
+p<0.01; *+*p<0.001 vs placebo (Cochran-Mantel-Haenszelchi-square test)

Sanchom Wi et NEng)J Ve, 2017,376(18)1723-36. e

Sandborn Wi etal. N Engl J Med. 2017;376(18):1723-1736.
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.. . . Relative efficacy of different interventions for induction of clinical remission
Clinical Remission at End of Maintenance Therapy and endoscopic improvement in biologic-naive pafients with moderate to
100% Clinical Remission Rate at Maintenance wPlacebo severely active ulcerative colitis
Treatment arm
- 0% mEndoscopic Improvement  m Clinical Remission
e
3 = A=20% n
% 0% A=18% 2=18% il o A<23% 2-26% 0.42 o
& %
= 7% 37%
0% - o 2% - Tofacitinib .56
=L 166 e .4]
Infliximab (ACT 1) Adalimumab Ozanimod  Vedolizumab (QBW) Ustekinumab (Q8W)  Tofacitinib  Filgotinib (200 mg) 078
ULTRAZ) (5 mg BID)
063
Treatment TialName _ Mantenance(weels) _Definton of Clicl Remission
. ———
Omnimod  True North 52 3-component Mayo score: RB=0, SF=0-1 (+ decrease 21 point), MES=0-1 Golimumab 4L s
Infliximab ACT1 54
I
A U2 P —— Al —— .35
Vedolzumab  GEMINI1 B
Usteinumab  UNIR
095
Tofacitinib ucn 52 Total Mayo score <2 with RB=0 and no PGA, SF, MES>1 Infliximab 095
Figotnb__ SELECTION £ R0, 00r1, and 5701+ decrease 21 poin) . ) . e ) e )
Rranane Wi At W Sy o Bt e 5ot aodEtes of Goshima e nd eeranes Toray = arncons Hn Hodmray s e o Singh'S, et al. Clin Gastroenterol Hepatol. 2020; 18(10): 2179-2191
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Relative efficacy of different interventions for induction of clinical remission and
endoscopic improvement in patients with moderate to severely active ulcerative
colitis with prior exposure to TNFa antagonists.

mEndoscopic Improvement  m Clinical Remission

053
087
Tofacitinib oot
087
034
048
Adalimumab 026
I 0.15
0 o1 02 os ot 0s o 07 os 09 1

Singh, etal. Clin Gastroenterol Hepatol. 2020; 18(10): 2179-2191

Efficacy of pharmacological agents in biologic-naive patients with
moderate-severe Crohn's disease for induction of clinical remission
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Efficacy of pharmacological agents for moderate-severe Crohn's disease in
patients with prior exposure to anti-TNF agents for induction of clinical remission
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Efficacy of pharmacological agents for moderate-severe Crohn's disease for
maintenance of remission
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Jernmangelanemi ved IBD

Jernmangelanemi er det vanligste
ekstraintestinale manifestasjonen ved IBD
« Affiserer 36-76%

« Lavt inntak

 Nedsatt absorpsjon fra tarmen
- Crohns sykdom (L4)
- Inflammasjon

« Kontinuerlig blodtap
- Synlig (ulcergs kolitt)
- Usynlig (Crohns sykdom)

Stein J et al. Nat Rev Gasiroenteral Hepatol 2010:7:599-610
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Prevalensen av anemi og jernmangel hos IBD pasienter i
Skandinavia (n=429)

- Total prevalens: 19% (95% Kl: 16-23%)
- Crohns sykdom > ulcergs kolitt (p=0.01)

- Arsaker til anemi
- Jernmangel (20%)
- Kronisk inflammasjon (12%)
- Bade jernmangel og kronisk inflammasjon (68%)
- Folat eller Bi2 mangel (< 5%)

« Jernmangel: 35 % (95% KI: 31-40%)

Bager P etal. Scand ) Gastroenterol 2011 Mar;d6(3):304-9.

+ Symptomer ved jernmangelanemi kan vaere

Betydningen av jernmangelanemi ved IBD

Virkningen av fatigue pa produktivitet og fysiske
aktivitet hos IBD pasienter med eller uten anemi

. og overlappe sy
relatert til IBD

* Pavirker

R " £ 7%
- Livskvalitet P
_ H 55 6 6
- Arbeidsevne i rl ©
- Fysisk aktivitet § .
- Risiko for hospitalisering og gkte H
helsekostnader o
Fysisk aktivitet Arbeid/skole Hiemme produktivitet
produkttet
y ved jerr | i som 0 (r352) W8 180 oganem (n=110)
fatigue, kan medfgre redusert livskvalitet
heid<k 0 h itali i Stein J et al. Nat Rev Gastroenterol Hepatol 2010;7:599-610
ogarl samt okt | ng Dansensad Eur J Gastroenterol Hepatol 2014:26:1385-1391

‘Cappelini D et al. Am.J Hermatol 2017332 10681078
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. . Klassifikasjon av Jernmangelanemi:
Anemi og jernmangel Absolutt vs. Funksjonell Jernmangel -2
* WHO: Absolutt jernmangel: Lave totale jernlagre i kroppen som fglge av
- Kvinner: Hb 12,0 g/dL. (7,45 mmol/dL), Hematokrit 36% nedsatt inntak av jern eller blgdning
- Menn: Hb 13,0 g/dL. (8,07 mmol/dL), Hematokrit 39%
Funksjonell jernmangel: Kroppens totale jernlagre er normale eller gkt,
» ECCO konsensus vedrgrende jernmangel ved I1BD 2015: men tilgangen pa jern fra jernlagrene er nedsatt og erytropesen er
- Aktiv inflammasjon: Ferritin < 100 pg/L hemmet
- Fraveer av aktiv inflammasjon: Ferritin <30 pg/L — Kan oppsta som fglge av inflammasjon og malignitet
69 70
Ulike stadier i utviklingen av jernmangelanemi Diagnostikk

'som folge av
funksjonell
jern-
Jern- Jern- mangel
Jern- mangel mangel-
Normal reduksjon erytropoese anemi
Jernlagre .
(ferritin-bundet)
Transport jern
(transferrin-bundet)
Erytrocytt jern
(hemoglobin-bundet)
et 9 . Gerrany: 2008,

Screening for jernmangel / jernmangelanemi ved IBD:

« Blodprever: Hemoglobin, MCV, s-ferritin, CRP

 Hver 6-12 maned hos pasienter i klinisk remisjon og ikke
tidligere fatt pavist jernmangel eller jernmangelanemi.

+ Hver 3 maned hvis aktiv inflammasjon

Dignass A Journal of Crof's and Colis, 2015, 1-12

71

72

12



20.09.2021

Diagnostikk

Mer pélitelige analyser ved aktiv inflammasjon eller pagaende jernbehandling:
- Transferrinreseptor
- Tranferrinmetning
- S-tranferrinreseptor / log ferritin

- Retikulocytthemoglobin

Algoritme for utredning av jernmangelanemi ved IBD

‘CRP<5mg/L ‘ ‘CRP>Smg/L ‘

Ferritin > 100 pg/L

Kronisk sykdom og
jernmangel

Kronisk sykdom
Annen drsak

Jernmangelanemi ‘ Annen rsak ‘ Kronisk sykdom ‘

73
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Jernmangelanemi: Behandlingsprinsipper

Mal: Normalisere hemoglobinkonsentrasjonen og gjenopprette
jernlagrene samt redusere risikoen for tilbakefall

Behandlingsalternativer for jernmangelanemi:

— Oralt jerntilskudd
— Intravengst jern
— Blodtransfusjon

Forenklet skjema for dosering av iv jern

Hemoglobin g/dL Kroppsvekt < 70 kg Kroppsvekt >70 kg

10-12 kvinner
1000 mg 1500 mg
10-13 menn
7-10 1500 mg 2000 mg

Jernmangel (mg) = [KV x (mal Hb — aktuell Hb)] x 2.4 + jernlager (500-1000)

Dignass A, Journal of Crohn's and Colitis, 2015, 1-12
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Forenklet skjema for dosering av iv jern

Hemoglobin g/dL | Kroppsvekt <70 kg | Kroppsvekt >70 kg

>10 1000 mg 1500 mg

7-10 1500 mg 2000 mg

Inflammatorisk tarmsykdom
og
metabolsk beinsykdom

£+ AKERSHUS UNIVERSITY HOSPITAL UiO ¢ University of Oslo
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Meatabolsk beinsykdom og IBD

Prevalens
- 20 -50% Bone Remodeling Cycle
Mulige arsaker .
- Kortikosteroider .A. ) “"“"j“ — i
- Vitamin D mangel og e ¢ ) .
forstyrrelser i kalsium = As- \,g/J'" - Q%’ YTy V‘ii Al
metabolismen — e ¥ v il | 8

- Kjgnnshormon mangler

- ngking - Osteoklaster blir etterfulgt av osteoblaster
Lo . - Virker pa samme beinoverflate

- Dérlig ernaeringsstatus

- Sykdomsaktivitet (inflammasjon)

Harboard M et al. Journal of Crofn's and Colis, 2016, 239-254
Jahnsen J et al. Gut. 1997,40(3):3139.
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Osteoporose vs. osteomalaci

TR f

Normalt ben Osteoporose Osteomalaci

BMD Topp

Osteoporose
bein

Definisjon: masse

Normal
« Osteoporose er en sykdom 18D
karakterisert ved nedsatt
benmasse og endret
mikroarkitektur, hvilket medfarer
redusert styrke av skjelettet og
derfor gkt risiko for brudd

Lav benmasse (Osteopeni)

Z-score -25SD
Malt BMD - Normal BMD (alders- og kjgnns matchet) Osteoporose

SD av normal BMD 4
Brudd ——  Avorlig

T-score geteoporose

Mélt BMD — Normal BMD (unge voksne)
SD av normal BMD

WHO Study Group. Geneva: WHO, 1994:WHO Technical Report Series, 843
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Arsaker til bentap Evolution of bone mass with age
_ Peak bone mass Decreasing 1
£ |
§ 1250
=I§ 1000
Eg 504 [/
23 500 ik
Normal Bentap Bentap é 250
remodulering 1 Resorpsjon } Formasjon E o __
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Age (in years)
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DXA — Dual energy X-ray absorptiometry e

Scandinavian Journal of Gastroenterology

Venstre hofte

(Pring)

Ryggsaylen

Vitamin D deficiency in inflammatory bowel
disease: prevalence and predictors in a Norwegian
outpatient population

Svein Oskar Frigstad, Marte Hivik, Jergen Jahnsen, Sandra Rinne Dahl,
Milada Cvancarova, Tore Grimstad, ingrid Prytz Berset, Gert Huppertz-

Hauss, @istein Hovde, Roald Torp, Tomm Bernklev, Bjern Moum & Lars-
Petter Jelsness-Jargensen

49% (200/408) pasienter hadde 25-Hydroksyvitamin D konsentrasjon <50 nmol/L

86

Vitamin D status
25-Hydroksyvitamin vitamin D

Vitamin D mangel

+ <50 nmol/L (20 ng/mL )

Vitamin D insuffisiens

50 - 74 nmol/L (21 and 29 ng/mL )
Normal verdi

* 75 - 250 nmol/L (30 and 100 ng/mL )
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